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DETAILED ACTION 

1. A request for continued examination under 37 CFR 1.114, including the fee set 
fortli in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 

1 1/27/06 has been entered. 

2. Claims 12-43, 45-48, 52-54 and 56-107 were cancelled and claims 44. 49-51 and 
55 are withdrawn in the Response of 1 1/27/06. 

3. Claims 1,6,7, 44 and 49-51 and 55 were amended in the Response of 1 1/27/06. 

a) Claims 1, 6, 7, 44 and 49-51 were amended to delete the phrase "or fragment 
thereof. 

b) Claim 1 has been amended to recite a dosage range of "100 to 600". 

c) Claims 6 and 49 have been amended to delete the limitation that the light and 
heavy chain CDR1-3 "comprise the amino acid" of the respective SEQ ID NO. 

d) Claim 6 has been amended to recite that the light and heavy chain CDR1-3 
are from murine MN-14 antibody. 

e) Claim 44 has been amended to depend from Claim 1 and to recite "at least 
one naked anti-CEA monoclonal antibody." 

f) Claim 55 has been amended to delete the non-elected species of therapeutic 

agent. 
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4. Claims 1, 6, 7, 10, 11, 44, 49-51, 55 and 108 are all the pending claims for this 
application, 

5. Claims 1, 6, 7, 10, 11 and 108 are all the claims under examination. 

6. Applicants amendments to the claims have necessitated new grounds for 
rejection. The text of those sections of Title 35, U.S. Code not included in this action can 
be .found in a prior Office action. 

Rejections Withdrawn 
35 use § 112'first paragrapli, new matter 

7. The rejection of Claims 9, 12 and 15 under 35 U.S.C. 112, first paragraph, for 
lack of written description support is withdrawn. The rejection of Claims 9, 12 and 15 is 
rendered moot in view of cancellation of the claims. 

35 use § 103(a) 

8. The rejection of Claims 1,9-11 and 1 5 under 35 U.S.C. 1 03(a) as being 
unpatentable over Primus et al. (USPN 4,818,709) as evidenced by Hansen et al. 
(Cancer 71:3478-85 (1993)) and in view of Carter et al. (US 20050222392) is 
withdrawn. The rejection of Claims 9 and 15 is rendered moot in view the cancelled 
claims. With respect to Claims 1, 10 and 11, the Examiner has considered Applicants 
comments set forth on p. 6, 112- p. 7, Tj4 of the Response of 1 1/27/06, and the 
arguments with respect to Primus and Carter are found persuasive. Primus does not 
teach a humanized anti-CEA antibody combined in a formulation with a therapeutic 



Application/Control Number: 1 0/680,734 Page 4 

Art Unit: 1643 

agent and the sequential or concurrent administration. However, by incorporation of 
reference to USPN 4,331,647 (Col. 19, lines 38-44), Primus discloses administering a 
dose of antibody greater than 100 mg. As Applicants correctly point out, the 102(e) date 
of Carter is the PCT filing date (April 7, 2003). 

Applicants' comments regarding Hansen are not persuasive in view of element (i) 
of Claim 1. Hansen specifically teaches the Class III, anti-CEA Mab, MN-14, thus it is 
unclear how Applicants have concluded that Hansen is irrelevant to the claims. 
Nevertheless, because Hansen does not stand alone as a prior art reference against 
the claims or rectify the deficiencies of Primus, the rejection is withdrawn. 

9. The rejection of Claim 1 under 35 U.S.C. 103(a) as being unpatentable over 
Primus et al. (USPN 4,818.709) in view of Carter et al. (US 20050222392) and Queen 
et al. (5,530,101) is withdrawn. Applicant's arguments filed on p. 6, 112- p. 7, 1|4 of the 
Response of 1 1/27/06, are found persuasive. However, upon further consideration, a 
new ground(s) of rejection is made in view of Primus et al. (USPN 4,818,709) in view of 
Queen etal. (5,530,101). 

10. The rejection of Claims 1, 6, 10, 11 and 108 under 35 U.S.C, 103(a) as being 
unpatentable over Hansen (USPN 5,874,540), Griffiths et al. (USPN 701 1812) and 
Govindan et al. (US20040001825) is withdrawn. 

Applicant's arguments, see p. 7, 1|5- p. 8, 1|1 , filed in the Response of 11/27/06, 
with respect to the rejection(s) of claim(s) 1 , 6, 10, 1 1 and 108 under the combined 
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references have been fully considered and are persuasive. Applicants' arguments 
against Hansen were cited in the previous Response of 8/21/06. Applicants have met 
the conditions under 35 U.S.C. 103(c) in disqualifying the Griffiths et al. (USPN 
7011812) and Govindan et al. (US20040001825) references as prior art under 35 
U.S.C. 103(a) by asserting that the references were at the time of invention was made, 
ownded by or subject to an obligation of assignment to the same person. 

However, upon further consideration, a new ground(s) of rejection is made in 
view of Hansen (USPN 5,874.540), Griffiths et al. (USPN 701 1812) and Govindan et al. 
(US20040001 825) as set forth infra. 

Rejections Maintained 
35 use § 11 2'first paragraph, new matter 

11, The rejection of Claims 1, 6, 7, 10, 11 and 108 under 35 U.S.C. 112, first 
paragraph, for lack of written description support is maintained. Applicant's arguments 
filed on p, 6, ^1 of the Response of 1 1/27/06 and the amendment of Claim 1 to recite 
"100 to 600 mg" have been fully considered but they are not persuasive. 

Applicants allege "The Action states that, "Applicants* specification describes 
dosage ranges for the MN-14 antibody or fragment thereof at, for example, 100 to 600 
milligrams protein per dose per injection." Therefore, the Action explicitly acknowledges 
support for a dose range of 1 00 to 600 mg." 

The Examiner submits that if the claims were directed to the antibody alone then 
the recitation "100 to 600 mg protein per dose per injection " could find support. 
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However, this is not the instant case. The composition claims comprise both the 
antibody and a therapeutic agent, and as stated in the Office Action of 10/19/06, the 
specification teaches antibody dose ranges "for multimodal therapy (antibody and 
cytotoxic agent) 0.5-15 mg/kg body weight per infusion, more preferably 2-8, and still 
more preferably 3-5 mg/kg per infusion [0112]." Thus the specification does not provide 
written description support for the composition or multimodal therapy where the naked 
humanized anti-CEA Mab is formulated in a dosage of 100 to 600 mg, much less that 
the dose is appropriate for treating cancer. 

New Grounds for Rejection 
35 use § 1 12'Second paragraph 

12. Claims 1, 6, 7, 10, 11 and 108 are rejected under 35 U.S.C, 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

a) Claims 1, 6, 7, 10, 11 and 108 are indefinite as being drawn to a composition 
comprising both the antibody and therapeutic agent wherein the two components are 
formulated for "concurrent or sequential administration", because in Claim 1 it is not 
clear how the two components are required to be within the same composition yet 
formulated for sequential administration. The specification teaches that a "composition 
comprises at least one Class III anti-CEA monoclonal antibody (MAb) or fragment 
thereof and at least one therapeutic agent, which are not conjugated to each other, and 
thus are present in the composition as unconjugated forms of each of the components" 
[0095]. The limitation (ii) of Claim 1 where the antibody and the therapeutic agent are 
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formulated for "sequential administration" would appear contrary to Applicants definition 
of a "composition", as each of the components need be administered separately. 

b) Claims 1, 6, 7, .10, 11 and 108 recite the limitation "the anti-CEA MAb" in 
Claim 1 at (i). There is insufficient antecedent basis for this limitation in the preamble of 
claim 1, which is drawn to "naked anti-carcinoembryonic antigen (anti-CEA) monoclonal 
antibody (MAb)". 

c) Claims 1, 6, 7, 10, 1 1 and 108 recite the limitation "said naked humanized anti- 
CEA MAb" in Claim 1 at (ii) and (iii). There is insufficient antecedent basis for this 

. limitation in the preamble of claim 1 , which is drawn to "naked anti-carcinoembryonic 
antigen (anti-CEA) monoclonal antibody (MAb)". 

d) Claims 6 and 7 are indefinite for the recitations for the light chain of "CDR1 
KASQDVGTSVA (SEQ ID NO: 20); CDR2 WTSTRHT (SEQ ID NO: 21); and CDR3 
QQYSLYRS (SEQ ID NO: 22);" and for the heavy chain of "CDR1 TYWMS (SEQ ID 
NO: 23); CDR2 EIHPDSSTINYAPSLKD (SEQ ID NO: 24); and CDR3 LYFGFPWFAY 
(SEQ ID NO: 25)" because in Claim 6 it is not clear what the relationship is between the 
CDR and the corresponding peptide sequence. Amending the claim to recite, for 
example, "having an amino acid sequence therein of could overcome the rejection. 

35 use § 103 

13. Claims 1 (and 10) under 35 U.S.C. 103(a) are unpatentable over Primus et al. 
(USPN 4,818,709) in view of Queen et al. (5,530,101). 
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Claim 1 has been amended to recite "100 to 600 mg." Claim 1 is indefinite for 
reasons discussed infra under "New Grounds for Rejection", however, in order to 
advance prosecution, the claim is interpreted as being drawn to the class of humanized 
Class III, anti-CEA Mabs. The interpretation of Claim 10 is of record. 

Applicant's arguments filed on p. 6, ^2- p. 7, 1}4 of the Response of 1 1/27/06 
have been fully considered but they are not persuasive. Applicants allege "The Office 
Action is unable to point to any disclosure in Primus... or Queen et al. that discloses the 
claimed subject matter." 

The Examiner resubmits and incorporates the arguments in full regarding the 
Primus and Queen references as discussed in section 10 of the Office Action of 5/25/06 
and further as follows. 

Primus discloses Class III, anti-CEA Mabs for treating cancer, and through 
incorporation by reference to USPN 4,331.647 (Col. 19, lines 38-44), Primus discloses 
administering a dose of antibody greater than 100 mg. 

Queen discloses compositions containing human-like antibodies or a cocktail 
thereof can be administered for prophylactic and/or therapeutic treatments. Queen 
discloses a range from about 1 to about 200 mg of antibody per dose, with dosages of 
from 5 to 25 mg being more commonly used. Queen discloses the antibodies of the 
present invention can also be used as separately administered compositions given in 
conjunction with chemotherapeutic or immunosuppressive agents. 

The dose range of Claim 1 falls within the dose of Primus and is overlapping with 
the dose of Queen for a non-humanized and humanized Class III, anti-CEA Mab, 
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respectively. On the basis of Queen demonstrating improved results, i.e., non-specific 
immune response (HAMA) wrth the humanized antibodies, Applicants have not provided 
any probative evidence or sufficient arguments that suggest why at the time of jhe 
invention, one skilled in the art would have no motivation or not been assured of 
reasonable success in having produced a humanized Class III, anti-CEA Mab. 

For all of these reasons, the rejection is maintained. 

Applicants are invited to subriiit extrinsic evidence showing improved or 
unexpected results for the instant claimed composition. 

14, Claims 1. 6, 7, 10 and 11 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Hansen et al. (Cancer 71:3478-85 (1993); "Hansen I") or Hansen et 
al. (USPN 5,874,540; "Hansen 11") in view of Queen et al. (USPN 5,530,101). 

The interpretation of Claims 1. 6, 7. 10 and 11 is discussed supra and is of 
record. 

The claims are prima facie obvious at the time the invention was made over v 
Hansen I in view of Hansen 11 and Queen. 

The interpretation of Hansen I is of record. Hansen I does not disclose 
humanized MN-14 Mab in combination with a therapeutic agent, where the humanized 
MN-14 Mab has framework residues from the murine framework, or where the 
therapeutic agent is a cytotoxin. Hansen II and Queen rectify these deficiencies. 

The interpretation of Hansen Ills of record. 

The interpretation of Queen is of record and the discussion reiterated supra. 
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One skilled in the art at the time the composition was made would have been 
motivated to have produced the composition in view of Hansen I, Hansen II and Queen. 
Hansen I discloses consistently improved targeting with MN-14 in tumor xenografts in 
mice and excellent specificity and sensitivity with MN-14 in a clinical phase I trial. 
Hansen II discloses humanized MN-14 Mab being less immunogenic and 
immunoconjugates with doxorubicin. Queen discloses the advantages of humanized 
Mabs being less immunogenic, including donor framewoi'k residues in the acceptor 
antibody, and dose ranges for antibodies from about 1 to about 200 mg of antibody per 
dose, with dosages of from 5 to 25 mg being more commonly used. Queen discloses 
the antibodies of the present invention can also be used as separately administered 
compositions given in conjunction with chemotherapeutic or immunosuppressive 
agents. 

The motivation to obtain an improved MN-14 antibody of Hansen I based on the 
teachings of Hansen II and Queen for humanization effects improvement on Mabs 
would have provided one skilled in the art a reasonable assurance of success in 
producing such an antibody molecule and further in composition form with a cytotoxic 
agent such as doxorubicin. 

For all of these reasons, the claims were prima facie obvious at the time of 
invention in view of Hansen I, Hansen II and Queen. 



f 
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Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969), 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

15. Claims 1, 6, 10, 1 1 and 108 are rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1, 2, and 10 of 
Griffiths et al. (U.S. Patent No. 7,001 ,812) in view of Hansen (USPN 5,874,540) and 
Govindan et al. (US20040001825). 

The interpretation of Claims 1, 6, 10, 1 1 and 108 has been discussed supra and 
is of record. 

The claims were prima facie obvious at the time the invention was made over 
claims 1 , 2 and 10 of Griffiths in view of Hansen and Govindan. 

Griffiths claims a composition for effecting therapy of a tumor in a patient, 
comprising a therapeutic naked antibody and a second therapeutic agent (Claim 1), 
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where the therapeutic agent is a radionuclide, cytokine, drug, or toxin (Claim 2), where 
the drug is a nitrogen mustard, a triazene, a vinca alkaloid, and an antibiotic (Claim 10). 
Griffiths discloses a humanized anti-CEA antibody (MN-14) as an antibody in the 
composition. Griffiths discloses species for the following drugs: cyclophosphamide 
(nitrogen mustard), DTIC (triazene), vincristine (vinca alkaloid), doxorubicin (antibiotic) 
and the prodrug CPT-11 (irinotecan) (MPEP 804 "The specification can be used as a 
dictionary to learn the meaning of a term in the patent claims. Toro Co. v. White Consul 
Indus. Inc. 199 F.3d. 1295, 1299 (Fed. Cir. 1999)). 
The interpretation of Hansen is of record. 

Govindan teaches naked humanized anti-CEA antibodies (MN-14) used to treat 
cancers [0038, 0045, 0088] and different naked antibody combinations in combination 
with other therapeutic agents, such as a cytotoxic drug [0088] and antibody doses in the 
range of 20 to 800 mg/m^, with doses between 100 and 500 mg/m^ preferably, for 
therapy [0092]. The dose range of Govindan is overlapping with the claimed range of 
100 to 600 mg. 

At the time the invention was made, one skilled in the art would have been 
motivated and been assured of reasonable success in producing a composition 
comprising a humanized anti-CEA antibody such as the humanized MN-14 antibody 
and a therapeutic agent where the antibody dose ranges from 100-600 mg. Griffiths 
claims the same composition (see Claims 1, 2 and 10 of Griffiths), Hansen specifically 
discloses and claims a humanized MN-14 antibody having the same binding properties 
ias the murine Mab with reduced immunogenicity and Govindan teaches dose ranges for 
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humanized MN-14 antibody in treating cancer. One skilled in the art would have been 
assured of success in producing such compositions because both Griffiths, Hansen and 
Govindan disclose compositions comprising naked humanized anti-CEA antibodies in 
combination with a therapeutic agent for treating cancer. Griffiths and Govindan show 
that soluble or unconjugated cytotoxins could be administered in combination with the 
antibody. Additionally, one skilled in the art would have been motivated and been 
assured of success in producing the composition because the technology and reagents 
for producing the components were available at the time the invention was made, and 
were well known to one of ordinary skill in the art. Thus the claimed compositions were 
prima facie obvious at the time they. were made over Claims 1 , 2 and 10 of Griffiths and 
the disclosures of Hansen and Govindan. 

Conclusion 

1 6. No claims are allowed. 

17. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Lynn Bristol whose telephone number is 571-272-6883. 
The examiner can normally be reached on 8:00-4:00, Monday through Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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